SUMMARY a, antitrypsin is an important immunoregulatory protein, the serum level of which is genetically determined. Deficient phenotypes of this ubiquitous protease inhibitor are associated with a variety of inflammatory diseases including anterior uveitis. In order to investigate the role of this protease inhibitor in the pathogenesis of retinal vasculitis (RV) 25 patients were investigated.
Immunogenetic factors, especially HLA antigens, have been shown to be associated with a variety of inflammatory eye diseases, particularly those affecting the uvea. There is increasing evidence that other immunogenetic markers such as deficient phenotypes of the a, protease inhibitor Pi (a, antitrypsin) are important markers of ocular disease susceptibility. Severe a, AT deficiency (PiZZ) was originally reported by Laurell and Eriksson' to be associated with emphysema. Subsequent investigations suggest that even mild degrees of Pi deficiency are associated with many inflammatory and immunologically mediated conditions. Among such disorders are chronic liver disease, rheumatoid arthritis, juvenile chronic arthritis, systemic lupus erythematosus, fibrosing alveolitis, ankylosing spondylitis, and anterior uveitis. 23 The serum concentration of Pi is genetically determined. ' The mean serum a, antitrypsin level in RV patients was 2-5 g/l (SD 0-5), and this was significantly higher than in controls (mean 1-6 g/l, SD 0-5); p<0-05, Student's t test (Table 1) . The serum a, antitrypsin level decreased with the introduction of steroid therapy and remained at normal levels in patients whose disease was in remission. In three persons who experienced a relapse in their RV the clinical deterioration was accompanied by an increase in a, Antitrypsin serum levels andphenotypes in patients with retinal vasculitis Discussion a, antitrypsin is an important regulatory protein, acting as an inhibitor of serine proteases with activity against a large range of enzymes such as trypsin, leucocyte neutral proteases, collagenases, elastin, thrombin, kallikrein, and sperm acrosin.'6 It has the highest serum concentration of any protease inhibitor, and this combined with its low molecular weight (55 000) allow it to achieve very high concentrations in both intra-and extracellular compartments. Pi also is an important acute phase reactant, and it is this aspect of its activity that may be reduced in patients with deficient Pi phenotypes. 6 The results of the present study indicate the capacity of serum a, antitrypsin to act as an acute phase reactant, with raised serum levels being present in the majority of patients with active RV. Serum a, antitrypsin may provide a useful marker of disease activity in patients with RV, as other parameters such as the ESR are usually normal in patients with this disease. 7 Previous investigations have revealed an association between deficient phenotypes of a, antitrypsin and another important inflammatory eye disease, anterior uveitis.3 '7 This finding has not been universal, and several groups have failed to substantiate this observation. 1819 These discrepant findings may be the result of a number of variables including Pi phenotyping techniques, population characteristics, or the failure of several authors to correlate the Pi phenotype with disease severity. Similarly, we have previously reported the lack of association between patients with deficient phenotypes of a, antitrypsin and posterior uveitis and a separate and smaller group of patients with RV. 3 In keeping with observations in other immune mediated inflammatory disease and vasculitis syndromes such as SLE it was expected that patients with retinal vasculitis would show an increased frequency of a, antitrypsin deficiency, but this was not the case. A deficient a, antitrypsin phenotype was present in only one patient in the present study and in contrast to earlier findings in patients with anterior uveitis this subject did not have a more severe disease. Similarly, in contrast to previous studies, neither patient with SLE had a deficient a, antitrypsin phenotype. a, Antitrypsin deficiency has not been reported in association with Behqet's syndrome, and the results in this small group of patients show a lack of association with this disease. The results of the present study indicate significantly increased serum levels of a, antitrypsin in patients with RV but a normal distribution of a, antitrypsin phenotypes. 
